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[oooi] &ftwte. rmmfDmi^mm^t^m^h^mmm^m^^m^n 

[0002] PKC (^nf^t- tfC) ^rVJ-fe. Ca^->\ V >-J3IS^ J^Jftj^ 

TVV5 0 PKC^r^y— te, mWh*M^<D^^Z.£y)^ ia#M(Conventional^>b< 
^Classical) bffimM (Novel) (Atypical) <D3«ig<D:7 T 3:y— t-5Hg£*t3 

[0003] PKC^T^y— <Z>l«-efc5PKC 0 t* % Ca-r^-V#^#M^fT^.M^«-t-SPKC 

-efe^o pkc e (Dm-mtL-xmh^Kt^ox^^hfDfDi-Di^ Trnm^mmt^ 

Z> 0 TmmXfem<DPKChmm^X\,^7!)K PKCmW«K^LTV^tf>tePK 
C 0 <D#.£3§-*Lt>*VTl^5 0 

[0004] famzmmvtiTMmz, mmm*x$>z>iL-2 (4^— ^4^2) &m mu il- 
2^m^mm.u TL-2^m\^mwrr^> 0 pkc 0 ^y^r^L^^*^ 

[0005] iL-2mte^<nm^m&<Dmma-3.NF- k B^^^^H^^is^fi 

[0006] ##fF^ifcl: Christopher W. A. et al. , (2002) Current Opinion i 
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n Immunology 12:323-330 

#4#ff;£$fc2:Horak I. , (1995) Clinical Immunology and Immunopat 
hology Sep; 76(3 Pt 2): S172-3 

[0007] TMi& j $iL-2ti:}£te*£#;<D£m&}mm±. mtt&WMiz&^xm#>xfflgt£ 

L-20m^^^iiigt-^^^«#l^^^^^^5-^^^S!l$4xSo 
[0008] fiil^N T^^IL-2^^(D<pr^^(DMS^«^m^^^m^^ bottom 

[0009] f*. ilB^^aide^-Ofc^^fctO-efco-C, TlWj&<D^flflH»IL-2 

o0^^^Bi#©fes. ^v/^a*i2#fflopjL^j, mKftmmmm<otiimi? 
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[ooio] xmm&M. ±m<Dvm\zMfr. Tm^iL-2t<Dmm^w\^Mm^^> 
-rms^H^-efcspKc e , nf- k B%:¥Kmibz>mtt^^x<Dmm&mirf£o 

#3BW#£>iS> PKC 0 B^#^^^2^ffi<D»c^m^t> 
iirSrH^fcU i^ftai^^S^^i^ofc. #38813 tt* TIB 

coon] ci]pkc e tKPNAitco^i^m^mwir^ ?i/^?M<nttij£.fcm<Dmwmo 
[3] pkc e tKPNAibtmKitm *sm%:4kWTx\ pkc 0 £KPNAimmt& 

f^ffl*ia*b^^ds^$nfc^ffi^^Sr»lRbr#b^, pkc e ^kpnai^ 

[5] KPN A 1 i:NF— k BttfMBStfUB «rt&fe&#T T\ KPNAlirNF- k 
te^fc*r*#li:L«>, KPNAltNF-ic Bfc©*BSf^ffl^^Cfe*^d^tfejeu, 
ffiSf^ffl%Pa^b^^^^fc^ffl>fb^^4RbT#^fc,KPNAli:NF 
- /c BfctftfBSfftBolSL^&Io 

[6] PKC 0 tY&NAlhftm^mnWzgifrTX*, PKC 0 ^KPNAlHsMfftS'^ 
G&fc&^fcHtrUb, PKC 0 ^KPNAlir^S^^^Cfc^^^^^L, fBS 

^m^m^vtz^t^^titzmm^m^mm^\tvx^m^, pkc 0 ^kpn 
[7] BtfiBPKc 0 t)K mmftw>m4bm&&0;'t-*~r—-exhz>, ±ibc6] ram 

[8] KPNA 1 £NF— k Bttm^m «Tt&fc&#~PC* KPNAl^NF- k B£<HM 
^4&££##iirL«>, KPNAltNF- /c BfcOffiSflUBtfS£tfca^a>&*fej£U 
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[9] PKC 0 m&m&b, KPNAim^U^t^^ PKC 0 bKPNAlb<DmS.i^ 

[10] ffrlEPKC 9 #i^f&|«PKC 0 h^SsKy^w^KSrg-t?^*— 
fe^, HiTlBKPNAl^K3|Sf^KPNAl^— K^^y^l/^K^tP^^— 

[12]KPNAl#^f&jSfi, NF- k B^fWirSr^tf , KPNAl^NF- k Bb<D#} 
[13]t91BKPNAl^if^|it^SKPNAlSr=3— VlrZrtyjZfUJr^&Ste^?*— 

a4mm&>(Dfflmz&\^x, pkc e ^KPNAi^o^s^^ij^^^-t-s^i: 
[is] E^.a^pa^{^v^T, kpnai^nf- K Bb&mKitm&tmm&obirzz. 

[0012] «§gm;ij;*u£, pkc e , nf- k Bt>mmirz,mKrem(DUWM, mwm^m. 
m^m, tkM^-iyh&mmztLZo ^mmKxmmm^mm^^ pkc 
0 , nf-k B\zrmm(Dft&mM. u.-2m^b(D^mn^m^^^xmm^ 

o 

[0013] [MEIltePKC 0 tKPNAl^jj|BJiap f ^|-e^LTV^5r^^-t-|a-efeS 0 

[02]m2f*PKc 0 fcxmPNAifcy^mfc&titizb&^-fmx&Zo 
[ia3]Ei3f*KPNAi^NF- k B^m^^^mr^^^oms-^tmunx^ 
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mm%mM'tz>fcit)<DWc&(DKm 

Molecular Cloning: A LABORATORY MANUAL, Cold 
Spring Harbor Laboratory Press, Cold Spring Harbor, New York 

(2001), mm&*ji¥^^y?mtejE%ibim. ^±*±, mmmmm. m3 
1999^) , ?^<?nmm<Dm&jjmmmA, -gm&m. ^±*±, mm. 19 
98m?>s<?nmm;-hmmmA, nm^m, ^±*±, m2^ 1999^)/^^ 

[0015] (l)+S2^fflP£^J 

^I^O^SMPl^J{*,T»<D^MSP*/c{*IL-2^^^M^-t-^^^ 

^nm^m^mm-r^mnx^, pkc 0 ^kpnai^^^s^(dpi^j^ 

, KPNAl£NF-/c Bb<DftKftm<Dmmm<D~j&Mft^tlZ> 0 
[0016] (1-1) PKC 0 tKPNAlb<DmKftmm.WM 

^mm^mKi^mmmm^— mm$, pkc 0 atPNAi^^sftM^Pi^-r 

[0017] pkc e trrmm&mmik\z&w&4-z.zm¥-T*3b^ u^-2mm\^W:x^ 0 * 
fciL-2<Dj^tu^«, NF-KBt£¥<Dm^m^&mL-2mfe^(Dm^immisn 

(Dfe^H^^J;§IL-2a:^<D^^B|^i-^0^^*^PJ-efcofCo m?NF- 

h-otco -^kpnai«, te^H^^ifco^rt-traig-r^^N^ff^mmu £*L 
*MMfrbm&xmmi-zrc#){m<*>/<?wxhz> 0 ^w^-b^ pkc 0 1 
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KPNAl^fBSfjsffll-Sr^ *3iU?PKC 0 j&SKPNAl&2£SCfcU KPNAl^y 

cools] ifc^ot, pkc e bKPNAit<DnKftm&mm~rz>%>nte, rmm^^m 

C 0 £KPNAl£<D^SftMB£PM1-5^im, TJMJia^^ttpfiH^IL-a^m^ 

l^Si^i©f^J;^/tfcfiMII©^*i»im pkc e ^kpn 
A-i^^j^{cfev>Tii:^wtc|is^i-^^S^L-efe^t^ov^}« 

StefcSfcV^fcl*. *<D®Mi&Mmtbft$E\J-£fr<>t^ PKC 0 

^KPNAltV^5^o7^<^UV^^Sf^ffi^^^^t?^^^V^"^~^l^(3: t J;^ N $ofc 

[0019] *?^i»oia«!iw:, pkc 0 bKPNAit<DmKftm%mm'tzwnx~ibti&£< 
[0020] tt&n&m&fflbLxxQMtitmz.ttL. pkc 0 £KFNAib&faKfem*s 

IB*4fe#TC, PKC 0 bKPNAlb^ik&Q0b&#tff1tl,lt>, PKC 0 ^KPNAl 

^^sm^^c^^^^l, nKftm&mmutzb&&£tiitfc&tb 

[0021] (1-2) KPNAl^NF- ic Bt^2f^fflP£^IJ 

^w^>i5B.^jotoo— mmtt, kpnai^nf- k BbcDm^m^um-r^h 

(DX&Zo 

[0022] ±|B<Dj;5^KPNAltt, Tmjfa(DfemttZ.&m* J *X.Z>m?X&%PK.C 0 
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btf^W^b^mbfrlzZftfCo NF-/c Bf»^(^ffi--5i^{-J;oTIL-2 
[0023] U^oT, KPNAlirNF— k Bt(DtBSf£ffl£Pl$-r3^fCte, IL-2(DM^ 

wmi~%^&timtbxm^n~c$>z>o kpnai^nf-k Bt^s. 

*^P5&tci*t$mM<Dftt)tm^k&m-etbZ> 0 KPNAliNF-/c Bbftfc 

[0024] immwmmn. kpnai^nf- k B^m^wm^m-t^mnx^fi^^ 

, &^^nmm*tctemm(D4[:¥m&tek*xi>£\, \ 
[0025] jfMm<Dmmmt\^x£o jwfctfncra:, m%.&. kpnai^nf- k Bi>mKfcm*s 

mteZkWTX, KPNAl irNF— k Btm&fc&tob*9*&k\Jb. PKC d £KPNA 

[0026] wftKftmmmmiktojjm 

lT%*l/'<9W®^ftm*U^%m%<»fem*ftoh<DX&0, PKC 8 £KPNA1 

b<DmKfEm<Dmmft\zmm~rz>jjmb, kpnai^nf-* Bb<Dm^m<omm 

[0027] (2-1) PKC 6 bJ&NAlb<DmKftm<DmWffl&*kM1rZ>jjm 
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mwi^\,^x®.wrz> 0 

[0028] *mm<7>— MWre\*. pkc 0 ^KPNAitas+asfftl ^sm^WTX, pkc 0 
bKPNAltmffi1k&Vob$:&fcikl,it>, PKC 0 £KPNAib<oftKifem&£.'C1t 

mm^i(Dmm[:^mz.^x^^m(D^Kimmm^tifc^b^mmKm^ 

vitro^in vivoXh £V \ 0^L< fit, *BSffMB fc^S^h^tU^V^K+H 

[0029] —mtvxYt. f^pm&mtoirzzb&x^zmimMft&z&^xf^fn 

Jifffe, im<fi6. 5-8. 5tJiPSE$tv5 0 z<o&5\z:m&£tiZ>mtmmteK 
[0030] PKC 9 „ KPNAKDit^Ba^J}«^^Ot>0^fer)^ z.tit>(omfctt 

mm+jL^mz.m'RmAL. m^m^mm^x^^, temm£itxt>&^ 

o PKC 0 ^KPNA103H£T-<Z>Ifc#te\ fclfctf , K^-^-^tCfB^ft*: 
E^Jfc£<5£:/n— ^fctfMfcU cDNA9^9y— a>t>ot9tiiU-Ofe«}^U 

PKC 0 ^KPNAl^#i-ScDNA9-r^y— ttrfjflR£>9-Y:/7!J— J&^A# 

[0031] #H*3RK:*5VvrW\ PKC 0 £LT, ffi^tofcy^iMfc^&^ti^asjra-T* 

^m^mn<D^t^^r^^x^mv>mitm^^m^^b^o 0 
, ^x^?v>m4km&b^ v>m4bBLm&mm-rz>m&<z>zb&^?>o pkc 0 

PNAlb<DmKi¥m<DmWffl%&MTttmz.3o\,^X^ PKC 0 fcKPNAlfc© 
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A'^5^»KlitJftb-C#fetb*: 1 |>©-eft>« 0 148#@ ©7^HgSSW^yi^ 

Hc^r^^ia^^r, ^i48#g^/i^$v®refc^ ^o^i48#iOi/ 

o 

[0033] ^i48# g <DT5:y^s^T^^^^^/^5:^^fimi-^J;5^^cD^A 

[0034] PKC 0 tKPNAltam^m ^mt£4kWTX\ PKC 9 i:KPNAl bW&tt&lfo 
££r*#£*5 0 -ftefrib. pkc 0 bKPNAlbmmk&Wb&mM£itZ 0 

±fc<D£5\zm&Utmt&&mz. pkc 0 % KPNAi^tflS^ffc^Sriifc 
j&nL-OfeJ;v>U &5VM3\ pkc 0 *3J;t5KPNAlSrl§m^^cjNBBatc^'fb'a*^ 

[0035] ±m(D^mm¥m^i-^mmi¥m^^umK^m^mmvt^b^m^ 

tl1tm&fc&m&. PKC 0 i:KPNAlfc(DtiSM(D|51^JtbT#§ 0 *BSf£ffl 
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%\\<DtMz.te, 3§«g®> ik%mn. m&mn, wm^mm., -r—u—m&frftz 

[0036] ^^^Sf^Sf^ffl^tfe^S^&fm^VKoj&^^ifeiSftlfen-CV^o 

[0037] (2-2)KPNAl£NF- k Bb<Dttftm<OUWm&mirZ>J3m 

KPNAli:NF-/c B^CO+S2^ffl(D[51^J^|±ii-^^^^, ±|EPKC 0 *5«t 
XmPNAl<Dm&&t> J &\Z&%.X, KPNAIRXJ^NF- K B&m\<^tl&^\ 
*>, KPNAl^NF- k Bt&mKftm PTtM^#T-e, KPNAl^NF- k B^M^ 
^i:Sr*#*b«), KPNA1^NF-k B^^Sf^ffldS^C^^^^^L, *B 

^i:ov^tt, _LiE(2-l)PKC 9 *OTNAl£<©te2tfUB<B|&WJ^ffi**" 

[0038] (3)#SftUBI£*^tfcffl3f3* 

PNAib<DmKftm(Dmm%\&$tm-tz>*yhb, kpnai^nf- « Bt^s^m 

WmM&feM^ttiyh(D-MM&<e;~£tlZ> 0 PKC 9 s KPNAl, NF- k B<D®i 
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[0039] (3-1) PKC e tYLPNAit^Ki^mmmM^m-r^yh 

%w<D^yY\^\^xmm~rz> 0 ^m<D~mm<D^m^yut. pkc e 
KPNAiw&tzwkzmx-Zo pkc e Mx-ft, pkc 0 <Dmm*^ 

PKC 0 ^-Ki-S^y^w^K^^^^^tb^ 0 f*ifc^h(D£m^ 
— j&MbVXfe, PKC 0 WI&fiS^LTPKC 0 tr=i— Ki-^^y^^i/^-^K^tf 
^^—^.KPNAl^K^tbTKPNAl^— Ki-§>t?y^W^K^tf-< 

[0040] i&m^Ms, y°y^v^t^^—<Dmi^mm. ^o*— , jur-^— 

[0041] £LTW\ fclfctf, ^Jimft^O^^KC^J, pBR322, pjBR325, pU 

C12,pUC13, TfT|g D n p^LTpBT Vector, pTRG Vector (Stratagene*±§!l) ft 
if) > B^&Sfc^^KC^k YEp24, YCp50&£f) „ A 5^ji4f©^^y^7 

(D^ pAl-11, pXTl, pRc/CMV, pRc/RSV. pcDNAI/Neo&^S/BV^ 
tV^o *fc, temM^S^fflV^^^^K^bT, 0d*.fif , pUBHO, pTP5, 
pC194#<^WW5o 
[0042] ^n^e-^-^LTte. 5t^O5im^fflV^^^«^^bT3i^0^a^ 

trp^n^E— „ lac^d^e— , recA^n^e— ^— , APL7°n^— ^— % 1 

SPOl^M— SPO27 0 n^-^- > penP^n^-- ^-5fe^^#(f £>*b5 0 * 



WO 2005/017146 



12 



PCT/JP2004/011686 



ft. m£MJfo&&&-eibZ>m&tti. PH05^-^, PGK^n^-^-, GAP 
ADH^aqE— f—ftZ&mr btiZ>* «^lfi#m&lnfi-?*>3** 

fe#^«^b-CffiV^^^fi, SRa^DM-, SV40^n^— , HIV- 
[0043] ^m^^— te, U^xMm^^^X<DW^^ir^<Dm^h-^/\^^n'-- =.^>f 

^m^-f^m^-hZ). ^YximmmTmm^T, dhftm%Ftz>m&&hz> 

) mte* WhUtt— h (MTX) , tt^^Mfemfc? (SIT, Neo r ^B§ 

ofc^^-/vBB^j^#^p-r^o ^mm^i/^vtTm&x&zm&te, PhoA-i/ 
nx%>z>w&\*, MFa'^^/vmm, suc2-^*-A«#fe£f* #3£#bjw») 

[0044] £fc, ^^O^ffl^yhlc}^ £3§m£-£50tCjgUh^*Hlfe£r 
«X.T>bJ:V\ f&3£M£LTte, #Jx.^ ii^B (streptococci), ^K^^0(st 
aphylococci) „ ^i/x.])KTMM (Escherichia coli) x ^h^h^^MM (Strept 
omyces) & £UMft3^ (Bacillus subtilis) ft^O^^ ; T^/l^r/K* 
m (Aspergillus) ?£¥<DMW®IJ& ; Ynyy^(yS2 (Drosophila S2) 3o ^U^KK^ 
7^Sf9(Spodoptera Sf9)&^S;&7Naj}ft;CHG\ COS N HeLa, C127. 3T3 N 
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BHK, HEK293, ^^X(Bows) m&mMfa&&X?fam%kmti&ft¥<DW}Voffifa; 

tebmmwmifo&miftbtiZo *mw<Dmmm&m%mz#>\,^xm^^btiz>m 

[0045] ^m^^—<^^^^<Z)^A«, Davise>. BASIC METHODS IN MO 
LECULAR BIOLOGY (1 986) ;Sambrook^, Molecular Cloning: A LA 
BORATORY MANUAL, ^3J&, Cold Spring Harbor Laboratory Pre 
ss.Cold Spring Harbor, New York (2001) &<<DWt£W£%Wl 

/Vi/^Ah^^^m^ixa^. DEAE-^^h^^^h^^^^^^a^, 

[0046] m±<Dmm\*. m^mmm^zxmwvxnx.tix\ t \ m±<?>wmiz4&az. 
^mxhm^mmxhx<, ^(o^\z\^mm^<D^m^m^m.mm. mmm 

f*7—°?-V2r—* ^fbl^s m^*^ ^Sftu ^WVattJfctjafefcJfo 

?J*. mk^r^isVJJzif&totfbti&o -£fc V*^sm. J&*<JEitH 

zmvfrMtemi&kvxMcfcmK^ mm^^ hvyv>, ^(Naci)sr^tfLBJt 
tf, ^y^^'^\-^-$-T>-^y^Y^Y<D&mmm^m^x^\ m± 
j&Kxm& j $wfc&tti%.z>o ^3ifc/<^/i'xmm<Dm&, mmizmmmso—iox: 
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[0047] fi#»ft'e*)««Wai{»*«it«i, mmkVXte. MZ.it. Burkholder 

[oo48] *fc, ^^^g^^^f C ^g.^-e^^^^^-|- 6 ^ % mmt^xi^ 

Grace's Insect Medium (Grace, T. C. C. , Nature, 195 x 788(1962)) 

^»itufcio%^jM^<DM mmv 
P H^6. 2-6. 4^s-r^^w*uv\ mmtemnm7x:xm3-5umn 

[0049] m^m®mmxfr%&mmmfo*mm-tz>m, mmt^x^ m*.^ 

0%(D^4^iL?S^tfMEMJ#m, DMEMi#Jfi % RPMI 1640i#ffc(The Jour 
nal of the American Medical Association, 199#, 519(1967)) , 199ig 
i& (Proceeding ofthe Society for the Biological Medicine, 73#, 1 (19 
50))t£b**m^^ftZo pHf^6-8T^Sr^^0^LV^ i#*te»«j30-40 

^^i5-60B#rafrv\ ^mKmcxm^mw^m^o *tc&mfcm^x. c 
o m&(Dmw&ft% 

2 

[0050] £fc, ^IK^s/Mcte, ±|B^PJcD^m^^^i-afc*(cfflVNb^ftfe 

tLxi^ fe&m~&tcte7£m&)imm-*sw^ mytmm, ne^sc, m^mn. n 
ttsmawzztomm^ nmmm*mmmzifcMirzit&<DfaimmM. mm 

m&m$iL,xmx.z>z.btfxzz> 0 *fc, zbK^w&^yHa^ ^mnmcm^^ 

[0051] (3-2)KPNAl£NF- k Bfc©ffi2f^fflORH.^JSrtfem't"S^yh 

KPNAltNF-ze Bfc©tt!EftMH&tfc£1-5*yh<7)|§^tcra: % JnfEPKC 0 
■0«KPNAl^a^^^^x.T, KPNAl&tmF-K B&fflWSo # 
^WO^ttJdf-ybO^— ^^LT, KPNAlifcj&ffcfSft, NfF-zcBM^fc, 
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KPNA1^NF- K Bh<T>1®^ftm(D$im^WLbfrStS, KPNAl^NF— k Bb<D^ 

3Lftm<Dm.mm*&iMir5^yh&mf bns 0 sm^— ^mt\.x^ kpnai 

i&ffipffl- ^KPNAl£=i— K-r5#y^W-^K£"^tJ> X*$>*) % ttflBNF- 
^(CoVNT5*±|5(3-l)PKC 0 ^KPNAl^<Dt@2f^fflODP£W^J^tti-r-5^h 

[0052] JMT\ TfEHJS^ISr^U ^^^ov^i¥jNfl(^0Ji-5o ft*3, «§Wte, T 
[0053] ^ife^ijl : PKC 0 fcKPNAl^Stfs/BtftfWf 

pkc e £KPNAi#ftsfiMB^5a>£5*>fco^-c\ ni^6<j^?i^i-5fcJ?)^ % -r 

:xtf2j?$NH&ifc (in vivo binding assay) SrHifeLfco 

[0054] l-i) pkc e (Dnft9Llb4blnM9^^K^KSS 

tbPKC0 <DT5:y^ia^J (National Center Biotechnology Information: 
NCBI ; T^-fey v'3>'#-^-NP_006248) K1"5cDNAWu th#^^cDNA 
7^^y- (^7^W^-tt$4) Sr«@itJ:PCR«rff 5-fc^«tU#yto PCR^ffiv 
7^—, theta-N^theta-C<Dia^lJ«, E^©BB^J##l£E^J#-!^2l;:-t*X 
-Ptb^i-o #^fcDNA^f>i-^s nt^Sb^SBia^Smffl^^^— . PCDNA3. 1/m 
yc-HisB(lnvitrogenf±$SQ {£j¥ALfc 0 r.*U£«fc!^ fchPKC 0 C3c#gmyc-Hi 
s^#^DSfi® (OT. PKC 0 -myc-His)£LT, i#fLlb^MrtT*3gm"^fE& 
:/9*5K. PKC 0 -myc-His/pcDNA3. lfcfEKUfco 

[0055] \-2)Y.™Ai<Dmimfymm&m77^v<Dmm 

thKPNAKDT^y^ga^J (NCBI ; T^-fe^3>-#-^AAH03009) Ki~5c 

dna^ fc^iScDNA^-ry^y- (^^^<-r^-tt®i) ^mm^pcR^n^t^x 

«9#fc„ PCRiCjBV^c:/^!'-^— > KPNAl-N^KPNAl-C(D|H^IJfi, 

?ij#-^3t®B^j#-^4^^ti, ; ett^i-o #e>^DNA»f>it«r, pjt¥L»j^«3&m 

JB^*— , pCMV Tag2C(Stratagene*±§$D t^ALfc 0 i;h,l::«fc»9, fchKPNA 
1%, N5jdSFLAG^#*nSeK(WT, FLAG-KPNAl)tb-C, njt?LSb4feftljfi 
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[0056] 1-3)PKC0 tKPNAKD^^^mkiin vivo binding assay) 

Kh1fe!%^m&te<DMmmmK293TMm^ IM^mzfJ^Y, PKC 6 -myc 
-His/pcDNA3. li:FLAG-KPNAl/'pCMV^h7^^^^v / 3^-f^-^t'«J; 

[0057] £T> 4 X 10 5 f@(DHEK293T^jjS^6cm dish^fStfiU 37 < C/5%CO #£T 

2 

^T— FuGENE (Roche Diagnostics^^) Srffl V ^XYy>^7^^3 
V^rfTofCo -?T^^, 2 J ugi a O(OPKC0-myc-His/pcDNA3. li:FLAG— KP 
NAl/pCMVCffi^^D^J;^ ittnyhn-/ViLt, 2/z g-fo(DpcDN 
A3. 1/myc-HisB {^?#— <Dfy) £FLAG-KPNAl/pCMV <D 

[0058] h^^oi^g^, 37^C/5%CO #&T-e££>i-2 0 TO^S^t-Wl® 

2 

*<£>gfi®£r»rt-C— jl^jlc^^fco »£^LfcD-PBS (Inv 

itrogen#^)(£j;9gte*£# % 0. 5ml<DCell Lysis Buffer(20mM Tris-HCl, 
pH7. 5/ 150mM NaCl/ lmM NaEDTA/ ImM EGTA/ 1% Tri 

2 

ton / 2. 5mM sodium pyrophosphate/ ImM (3 —glycerophosphate 
/ ImM NaVO/ l^g/ml Leupeptin/ ImM PMSF) mflMU 7*C f 

3 4 

30#5a#CgLfc o 14krpm, 10#W, 4 < €tf>iS>i>fa;i9±f*£[HlI&L, ^0J9^ 

ffiUJ?ft*#feo HHDlbfc*ffliia^tn^^lOAtl^agarose conjugated normal m 
ouse IgG (SantaCruz*±S£) *MtL, 4^fcT30#ra<E£JiSjftlL;fc«U 
±m SrlSJRUfc (Pre-clean) 0 
[0059] ^<?5±?t^lOMl^anti-FLAG M2 agarose affinity gel(SigmattM)^P 

x.(FLAG-KPNAi(D^mitm.4x:KX2mm^mmmi^n^\ m^xnfn 

(agarose) ^rUlJiJlUfco ££4<:agarose&:0. 5ml<DCell Lysis Buffer{£T4[Hl 
ffifr\Jtz$k, SDS sample buffer ^Px., 5ftm&W&, _h?t^SDS-PAGE^ 
X^mU^o feiFLAG M2 ^e/^n— :rw£n;#: (anti-FLAG M2 Mon 

oclonal Antibody, Sigma|±M) Srffl V yfc^a^^l^/n^-f S^$fe (Western 
blotting) FLAG-KPNAl^^tt^^tbTV^r^^ttlLfCo £fc, c- 
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Myc^e/^n— -f-/V^fCi$. ( C -Myc (9E 10) Monoclonal Antibody ^ SantaCruz 
#M) Srffl V ^Western blotting 9 PKC 0 -myc-His^*«fcUTV ^S^&tfe 
WLfc 0 ^4o % t&tttf'iECL plus western blotting kit (Amasherm bioscien 
cesttM)^fflbfc 0 

[0060] -to^sriain^-t-o m\\mM^2<><Dfom&&m^xm,&fammttv 

>2:m^^2^h7>^^^B^^tcm^(Dmin^h, £tFLAG$n; 

#{W8c»ife(WB;niyc) tt, FLAG-KPNAl^^^t|^$tt-rv^5n^^-t-( 

PKC 0 -myc-His*S*tfcLfe^S^i-(U— >l<D^frl) 0 &^<D#V — >- 

[0061] *1\ iai^{Ba^C*J^(anti-FLAG M2 Monoclonal Antibody^SWeste 
rn blotting) \Z&rt£5K. x m&.&t>&U 2#}CFLAG-KPNA1^+B^i-^^^ 
K(^ftKJ63kDa)^W$ttT*5«J % ^Stfcl^lHfe*©^^^^^^ ^ 
X, m l&WfaWtfSL (c-Myc (9E1 0) Monoclonal Monoclonal Antibody iZ <£ 
5 Western blotting) K^irXoiC ffi.fy&fr"&l f-^V >TPKC 0 -myc-His(C 

ig^i-^^K(^*i^85kDa, u—>KD^mamm^fix^ 0 rjms, F 

LAG-KPNAl^jNHiart-CPKC 0 -myc-His£^#%^/&b#^Lfc*£^L 
TV>5o iO|Sjfe6^>, PKC 0 frKPNAlbmfafoXm&LX\t^Zb7!)mM&tvft 

o 

[0062] Hlfe^|2 : PKC 0 fc£5KPNAiy i'S&f bOflftff 

PKC 0 tKPNAl<DftKftmAmm£tl1ZZ.t&m&X-. KPNAl^PKC 0 (D])>- 
mikmMbteZfab^frZmMlrZfcbb^^hti V>m4tmm(In vitro kinas 
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e assay) Sr^JSL^to 
[0063] 2-DPKC0 {zXZV^mkMWKDm&^hv— 4^*5j;rfl9rtfe=«^hn— ;V 

PKC0 ©y>-|ft^S®fcb"rttMSN^*p-C*)S(Salvatore F. P. et al. 
, (1998) The Journal of Biological Chemistry 273, 13: 7594-76 

03) 0 pkc 0 \z£zv>mfcm&<Dm&=*>hv'-^bvxm^z>T£ib, th-MSN® 

&W<OV&%WiVlllMfa&&7'?X$K MSN-V5-His/pcDNA3. 1 (Invitrogen 

nm)^mmvtc 0 zti\zxm^x\ MSN£c^«v5-Hi S ^tt#pgesc(^ 

T, MSN-V5-His)^LT|§m^Srt^Rrtg-t?fe5 0 
[0064] — m&^hv— A'tLTteLuciferaseSr&fflLfco LuciferaseOnifLtt^^ffl 
fl&SSS^^KfcL.T lipCMV Tag2 control (Stratagene|±§£) Srffl V ^fc Q w*L 
UlJ;t)&fflJ§ftl*!T\ Luciferase?rN^FLAG^^#^PSe«(^T, FLAG-Luc) 

[0065] 2-2M^tfhtz V^m^MmHn vitro kinase assay) 

SJC£&5Sfi®(FLAG-KPNAl N FLAG-Luc, MSN-V5-His) Ji^TO 

mmiz£*)Mmftx&m&, ?mm&w-bvxmmjt. 0 

[0066] £1* , 4 X 10 s <f@tf>HEK293T$ajfe&6cm dish{£f!c«U 37<C/5%CO 

2 

(CT— Bfei#*|£, FuGENE (Roche Diagnostics^^) £rffl V ^Xh?>X7^>m 
^ftotc, h^V^o^^a^Lfc^^KDNAte, FLAG— KPNA1/ pCMV, 
pCMV Tag2 control, MSN-V5-His/pcDN A3. lSr^rtV-?^^ iT^Xfr 

[0067] h^^^^^g^, 37 c c/5%co #&r-e£<b^2 0 mmmir^tKX'om 

2 

*<z>seiC£Mi*i-e— mmz.mm.^tco #^-c, ^j^^utD-PBsanv 

itrogen^tM)^^^^^, 0. 5ml£>Cell Lysis Buffer(20mM Tris-HCl, 
pH7. 5/ 150mM NaCl/ ImM Na EDTA/ ImM EGTA/ 1% Tri 

2 

ton / 2. 5mM sodium pyrophosphate/' ImM j3 —glycerophosphate 
/ ImM NaVO/ 1 g/ml Leupeptin/ ImM PMSF) {C^^U tKI 5 

3 4 

30#PTOgUc: o %:<D'& S 14krpm, lO^ffl, 4r<D^C^J;9-Lfit£lH!lDiU J» 
tt&trM£r#fc 0 [UiClLfc£flfl&tttfj^C 10 m l£>agarose conjugated normal m 
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ouse IgG (SantaCruzthM) 4C\ZX30&tfimfflmfiQUt&^ &b\Z£*) 

_hfi!f SrHUKUfc (Pre-clean) . 
[0068] ^0±ft^FLAG-KPNAl N FLAG-Luc(D#^}i, 10/zlcOanti-FLAG M2 
agarose affinity gel(Sigma#§ll)£, MSN-V5-His<D^H3: % 10/zfcDanti 
-V5 agarose affinity gel(Sigmatt®I)^n^. 4C\ZX2imilGm9&a&ff ^ 
, ^>L^CTagarose^r[lII(5lLfCo ^^^Agarose^rO. 5ml<DCell Lysis Buffer^ 
T2IU^#bfc^, kinase buffer (25mM Tris-HCl pH7. 5/ 5mM 0-gl 
ycerophosphate/ 2mM DTT/ 0. ImM Na VO / lOmM MgCl ) K 

3 4 2 

[0069] &±<D&mz£m&£tl1tmnm&m^±mhiase buffer (CATP(^^ 
SlO u M) „ MnCl 2 (ft^$g^2mM) . phosphatidyl serine (fti|&jig50 /x g/ 
ml) „ diacylglycerol ,u g/ml) % phosphatidyl glycerol (Mti&MM 

0. 2mg/ml) . $5£&5 n Ci(D y 32 P-ATP^Px.feSJ^^24. 5 » l&Mz.. Jg^ 
*S^PKC0 (Upstate*±t0&0. 5^1(^j300ngfC+S^)^P^fc o rtt^r30^Ctvl 
T30^raSJ^$-*. SDS sample buffer^Px.55>F^#^b7S: 0 ^(Di^^^/V^ 

sds PAGmzMftim. y^xm^/^^m^tvv^m^tvtcmn^m^} 

[0070] -t©jg*S:®2^i- 0 *fc05mtt, l32©^ct(j^O— *BJ©«^:BI*^ 0 8§t!fe 
rj^hn— /V-efe^MSNf* % PKC 0 ln,J;!jy>'gHb&*L( , fSt^^hn 
— /VT'&SLuciferasete, PKC 0 K^T^^tlX\^\ Z.<Dm—4k¥lrT\Z 

m^x, KPNAiispKc e frxwi/mtetix^zmmv&M)* ^mzp 

[0071] *T ^{c#iibTPKc e o g ayv^b/^K^ffftSg^nfc 

$j83kDa) Q »CV^ m£^hv~frXhZMSNXmi/mt'<>'h*$mftbtl( 

#^*&j7ikDa) , it^^hD~/v-efc5Luc-e^y ^flMb^O'K^BW) Wv&v ^ ( 

^*^J62kDa)^i:/5^ > H»5KOS-^ftdSflllR$tbfco £G>4fe#TK:*5VvC* K 
PNAlC0y>-^^^>-K(^»63kDa)^flt^tvfCo n^i:*^ KPNAltt 
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pkc e wismtmm-ehzz-kAmffl&tifz* 

[0072] : KPNA1 tNF- k BOfBSftMB <DM$X 

&nwcen. kpnai^nf-k BfimKftmirzfrF5friz<>\^xm^-rz>tcit) 

4>\?y$%g&n%fc(m vivo binding assay) SrHJfeUho 
[0073] 3-1) NF- K B&MjfclTZp50&X$p65<D^Zf7X*h*(DMm 

hp50}2. S^J^|f|l|g^:-efe§pl05(NCBI;T^-fe'5/i>'3^#^-AAA36361) £LT 
[0074] fchp50OT5:/^Ifi^J£3-K1-5cPNAte. th-fr^cDNA^^y— (^#7 

-To ft33p50-C(Dlfi^Jte, pl05©436#B(O^^^(ATG)<D^(^Jh=iK^ 

[0075] fchp65tf>T5y^IE?U (NCBI ; T^-feyv^3^#-^AAA36408) £r=— K^ScDN 
Ate, fch#»)fficDNA7^7y — (^^/M^-|±M) ^HSU-PCR-Ht 5^-<fc«9 
#fc 0 p65^#(OfcfePCR^fflV^c^-f-v— N p65-Ni:p65-C<Dia^J« x IB^lJ 

M&WB^?*— s PCMV Tag2A(Stratagene|±^) [:We*lfllALfc. -tv 
t-<t«9. thp50^ N^myc^#*P^e®(^T> myc-p50) £LT, *fcthp6 
N7Wmyc^#iDSe®(^T, myc-p65)£LTnjf?L»^*M&rtT*3£m 
BTtiJfc^^K^ myc-p50/pCMVtmyc-p65/pCMV%tf2$!lLfc o 
[0076] 3-2)KPNAlip50*3j;U ; p65<Z)^Vt^^t*:i^(in vivo binding assay) 
4X 10 5 j|I<DHEK293T#BJ§&2:6cm dishfcffcffiU 37'C/5%CO #&TfcT 

2 

BfeifNi3K FuGENE (Roche DiagnosticsttM)?^fflV^T^7>'^^v'3>'5r 
ffofCo *r<0|gk 2/xg-fo<7>myc-p50/pCMViFLAG-KPNAl/pCMVai. 
3^fcHirl) \ 2 ju g-f o<Dmyc-p65/pCMV£FLAG-KPNAl/pCMVGE^ 
&t>&2)&£Xfi* /VtLT, 2/igfoOpCMV Tag3 control(St 
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ratagene*±$£) tFLAG-KPNAl/pCMV (M.fy<&trtk3) <D3W^<OYy^^y a 
[0077] t£$$ s ffi.fy&frttiZ&mLitpCMV Tag3 control}*, Luciferase^N^ffim 

yc#?mm (ur. m yc -Luc) ibT^^^-ar^^i^Brig^^^^K-e 

[0078] h^^^^a^, 37<C/5%CO #^T"e$^^2 B F^it^l-S^cU^ 

2 

*<£>®£|®£«l*re- i^^^^iirfco #^T\ M^TK^bfcD-PBS (Inv 
itrogentTO KlJ;»9i5fc$^ 0. 5ml<DCell Lysis Buffer (20mM Tris-HCl, 
pH7. 5/ 150mM NaCl/ ImM Na EDTA/ ImM EGTA/ 1% Tri 

2 

ton / 2. 5mM sodium pyrophosphate/ ImM j3 —glycerophosphate 
/ ImM NaVO/ 1 n g/ml Leupeptin/ ImM PMSF) (JlSiiSU 7k "P 

3 4 

30#lffl#CfiUfco l:Of x 14krpm, 10#HB, 4C<T>&fe\Z&) ±m&m$LU 
Mlfi^^#fCo (HllRLfc^lMW^^lO/i ^agarose conjugated normal 
mouse IgG (SantaCruzthM) 4^T30#P^fe|SjmfPU5:#, jg^fclJ: 

^IHUXb/c (Pre-clean) 0 
[0079] r<D_h?f(;ilOjil<Danti-myc agarose conjugate (SantaCruz|tM)^Px.( 
myc-p50, myc-p65, myc-Luc<D^^tfc|^) , 4t^T2P#|ig<sl3l&?P<£rfTV\ 
^>kf£Tagarose£rtUlDlLfc 0 ££>^Agarose$rO. 5ml<DCell Lysis Buffer^T 
4[Ui5fc#-Lfc^ SDS sample buffer^Px., 5&m%tM&, Jifit^SDS-PAG 
El£T#$£Lfc 0 ^<D^, c-Myc(9E10) Monoclonal Monoclonal Antibody ( 
SantaCruzttM)£rfflV^fc Western blotting (££9, myc-p5(X myc-p65 % myc 
-LuctfS&^ft&$;ft,TV^^ £fcanti-FLAG M2 Monoclonal Antibo 
dy(Sigmatt) £r/flV ^Western blottmg{CWFLAG-KPNAl^£?tfcbTV>5 
d>§rtfetfiUfco &*5, #ltfJ{3:ECL plus western blotting kit(Amasherm bi 
osciences*±§£) ffl Ut 0 

[0080] -t053!$msria3^^i- o 12310*, tt2^<D®mm:^xm, &®mmz.& 

l-fZ><D&u—>M s U 2, 3^tt^T^^r^^/kSr«^Sc»L,feo 06}£}* 
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^&#i^cS!]^(WB;myc)«, ^l-Cmyc-p50, V2-Thnyc-p65, 1/— >3 
-emyc-Luc^^efcl^$^TV^6^^-r(l/— ^1, 2, 3^*3(t6#^fP)„ & 
#]$clb#(WB;FLAG)i3\ l^— ^lTi*myc-p50^fe^?t^i-5r^{Cj;t), V— 
^2Tiimyc-p65^^efc|^i-6w^{c:«J;t9,FLAG-KPNAl^^Lfcr^^ 

[0081] *-f. IH3^{B!|^clt)^(c-Myc(9E10) Monoclonal Monoclonal Antibody 
^£5Western blotting) KB.fr&t>-&U 2, 3^*b-eftmyc-p50 

(#^*$J52kDa) „ myc-p65 (5>T-*^365kDa) „ myc-Luc (5H^*&)62kDa) 

03&ffiiJ*»]^(anti-FLAG M2 Monoclonal Antibody&C£5Western bio 
tting) i^irX^K, M&&fr^l&£T$2Km^XKPNAlffim-fZ>s<>F(ft^' 
«J63kDa) /^ffi£*l/CV^ 0 -gfcmfli^hv— /UXhZ>m.&&t>Tt3fcte\<^X 
W\ KPNAl^^-r^^VK(5>T-*^63kDa)^^m$^TV^V\ ^tUSFLAG 
— KPNA1 fimfa F^-C?myc-p50^ibtJ ? ^myc-p65^1S'^fls:?r^LTV 

frltCo 

[0082] mMm^.KPNAKDV^m^tKX^NF- k B<Dfc^teVk<DmW} 

PKC 0 fc£mPNAlfr])>m4k£tlZ>Z.tX\ NF-KBOfe^tt^ff^{t 

[0083] 4-l)HiMW 
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4-i-D m^mjfo 

W3#— ^ TyfcYfcWU ^ffifabVXJurksit, Clone E6-1 Cfc 0 #jK2Htfc 

M<DTm^bm&&nitMifoWT*&*). fammmiz.mTmi&mmk, #^il-2 

©ate^!6mo#Mff 0*^/l^j|SfcLT-*S!tofcte/B$ft-CV ^(DXh% 0 Jurka 
t»-C, PKC 0 , KPNAl*5«trmF-ic Btt^S^UTV^o 

[0084] 4-i-2) ^^PKc e *3 &xfi^m&.mpKc 6 <Dm^mm&3m7?x$}*<?>m 
m 

pkc e wttKjwvwH — ^M><D2^<Dmm*bmf&t$tix\^z> 0 mi% 
. ^^t^ixTv^v^jiSrt^jov^TPKc 0 wj^mfc&mbvxfcTFffimte 

o 

[0085] PKC 0 ft, 706T$/fife&ga>e>fc<5#, ^a^£l*3<D148# g ©77=>^ 

^^M^oPKC 0 (£*T, PKC 0 AE^iEl") «U tE^lft^y^fbgf iff £LT 
fiH4-fb$tb-CV>So *fc, PKC 0 AE^jipmm^-^^urkat^aj^-T?^, ^lKH 
3teWJWafcSrHD^.3!C<Tb, IL-2^^^<b^®#^r^^^o^ttTV ^ (Molec 
ular and Cellular Biology 1996 Apr; 16 (4) : 1842-50. ) D 
[0086] *fc, PKC 0 <0^— 1?R?HVf*3<Z>409:# g <Dyi?ls&TA*3?~ls\Z&&&1£Z>b 

, y^mfcmmbvx^mmk&tizzbjp&btix^Zo ^y^vi*, m&utAT 

So Z.<Dtc#>, ^(D^M^oPKC 0 C^T, PKC 0 KR^|Si-)Ti*, gStt^LT 
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Molecular and Cellular Biology 1996 Apr; 16 (4) : 1842-50. ) 0 
[0087] *mmX'fe. PKC 0 ^£9KPNAl^y>-®Hb£tirCV ^^fK£. V^MitZftX^ > 
vftlS^^^CoV^NF- k B(Dijte^?£te£M1-£ i &^&ofctf>T\ ^ 
_htf>£p Jt^<bPKC 0 AE*5,J;OTKC 0 KRV&Z&m^^^V&itm^fco 
[0088] PKC 0 AE*5 iT^KRO^m^^^K^^i-^x -hfEHJfe^J lO TpKC 0 £K 
PNAl<??^^tf#^^!^j i^JBLfcPKC 0 -myc-His/pcDNA3. l^flJfflL 
fc 0 fflF^MPKC-^^/-?^a^r=i— K-t-§DNA*fL, QuickChange Site-Direct 
ed Mutagenesis Kit (Stratagene|i^)£|BV^T^M£^AU T^S^&\\ 
0148# @ <DT9~^&? f /l'?^miZ.\,^jrLtzk<D (£iT, PKC 0 AE-myc-His/ 
pcDNA3. lt^ir),h^^409^n<DV^>'^T/^^K^m^tc.i>(D(&,T 
\ PKC 0 KR— myc— His/ pcDNA3. l^fBt") <D2«£{1s$|Lfc 0 PKC 0 AEOT 

^;mmn&mmm<7>m?m^9i^ pkc 0 KR<DT5:/^ia?ij£ia?im<Dga^j# 

[0089] OV PKC 0 AE&£TmR%m%W}WfflfaftX£V&7£\^X&m>£l*:Z>Zb%: 
gftjirLT, 3£9i^^~£pcDNA3. l/myc-His^kpCI-^^— (Promega*± 

-<DT»^ \^m\z.ftm\^tz.^yni/*U^AsX%>*), Z.^RO^TUKn 
AUfc»^T-^m^«9^^^oSW^/v^^{c^-^^tll5l5^o PKC 0 AE 
-myc-His/pcDNA3. 1*5 j;^ PKC 0 KR— myc— His/ pcDNA3. lSr^JPSSl 
*Kpn ItPme re^S-TS^ilJ;!!), C;fc#§myc-His^ttt<DPKC 0 AEfcS 
1^2 KR^3~K-r^)DNAif>H-^^nMb,pCI-<^--<DKpn IlMh^P 
me I^h<DF^i^fl^.j^A/ff 0 ^tU££«9PKC 0 AE-myc-His/pCI& WfCPK 
C 0 KR-myc-His/pCl£r#fc 0 ^.n^m^^XC^m^myc-His^^m^VtcP 
KC 0 AE^^U^^Jurkat^H^I^-C^rn^tt^m^^o 
[0090] 4-2) hyy'^x.fi/a^teXTfUtf— Z—Tyt't 

NF- k B(Dm^^mm^-^—yy^Vlt, pNF- /c B-Luc (Stratagen 
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k Bfim^fe&4km*b\^xm<tz.ibK!&W£^>^>-y-— mm (s'-tggggac 

TTTCCGC-3' @S^lJ#-^-l 1) &5m¥k*)MLXm A£*tTl ^t><DXfoZ> 0 i~#;b*> 
, T^^KpNF- k B-Lucfctt % NF- ie BdS#££f SBB^JlWte (NF- b 

^it^^m^-ii*nTV^ 0 afc^/W^^a?— •tfflHt^tftttlStbtutf. NF— k 
B^NF-k B^^t^^L, ^^tt^S^^b-Cf^ftLTV^S^^^^^ 

[0091] KPNAl<DUffLIb^jBBJiart|gm7 P 7^Kf*> _L1E TPKC 6 tKPNAKD^lf 
1&&&3lki \Z.&m LfcFLAG-KPNAl/pCMV<IM£ffl bfc c 

[0092] £fc, b7>X7^ya^1r%m<DmDNAm&&fr"&Z>tc$), PKC 0 AE^KR^r 
t?<Z> Km V ^fcpCK<^— , fc^V M3KPNA1 SrS:J|!§.^jitP© i-ffl V ^cpCM 
V Tag2Sr/BV^c 0 **3,NF-icBttjjWia^rt^-f5fe©S^IJfflbfeo 

[0093] lxl0 5 'f@(DJurkatillJ|g^l2!>^V7 0 P— -btdfcaL, 18feJ#^, FuGENE6(Ro 
che Diagnostics*^) 3 n ISrffl V h^^ai^a VSr^f ofeo 
a^fcfflVyfc^^KDNAHu pNF-/c B-Luc^l90ng, phRL-TK^10ng, PK 
C 0 AE-myc-His/pCIfcSVHiPKC 0 KR-myc-His/pCl£400ng x FLAG 
-KPNAl/pCMV^pCMV Tag2^fet?-frT400ngtL, ^frl » g£Lfc 0 FLA 
G-KPNAl/pCMVteO, 100, 200. 300, 400ngfa&P;i3*&&»<*tirfco 
400ng(DFLAG-KPNAl/pCMV^(D^im^^^^t«.pCI-<^^— 3r400n 
g^Px.fc 0 

[0094] h^^^^a^, &£>fc48l$|!(|J§3tU Dual-Lucif erase Reporter Ass 
ay System (Promegatt^) SrJB V v£\ *^;W^>7x7- if W^/W 

7^7—^mVkX*m-fZ>Z.bX»ffiJEm%WMlstc 0 PKC 0 KR-myc-His/ 

pCl£r400ng£pCMV Tag2^400ngh^>'^^ ; n^^3^bfc^f<DME<il:Srli!LT 
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[0095] 

[oo96] *-r, y >m4mmtL,xmmtisX\, ^pkc 0 AK^m&xmm^^txNF 

tt^$*bfc 0 *fc % PKC 0 AE^KPNAl^^^m^S-^^^^x KPNAKD^ 
^A(Z>l#M;i#^NF- k BO^?gtt^_h#bTV^^^^^^^^ PKC 0 AE^ 

mizit^bfcm6. 4{^-e±#bfc 0 yv^fbsiiif ^l-cto 

tt^LTV^PKC 0 KRtKPNAl©*Hi, &fet^;iKPNAli|i3&{;i:JoV^-C<£< 
[0097] SX±(D^^b. KPNA1J2PKC 0 /S^OPKC 0 {d^^U^^b^^r 

^m^b-cNF- k B<Dm^is&m^bvx<Dmife&mB&&tiz>z.t\zf£z ) z. 

[0098] ^±^^»!jl^^4(D^m^S^<^, IL-2<Dmm.B-&(D— oiLt, #C<D«fc5 
^i^^^^i^^^So *T PKC 0 ^H^^^^^^i-S 
^^M^fcSKPNAl^y^^fb;**^ KPNAl«y^^b$^ri:^J:J9, <£ 

£nz> 0 ^rbx, ^F^tc^ufcNF- k Bmi.-2m^(Dm^i&M-r^^m 

[0099] &mwte, /^^?yv*j—mw£h^mmni&xhz> 0 *&mn, mm. 
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